quently used radioiodinated fibrinogen to investigate the fibrinolytic enzyme system and to assay fibrinolytic activity in vitro,2-4 and in vivo.5 6 The principle for the measurement of fibrinolytic activity using radiolabelled fibrinogen is based on the rate of release of radioactivity from the digested 1251 or 1311-fibrin.
This report describes a radioactive method for assaying thrombolysis in vitro.7 It was found to be more sensitive, accurate and convenient than the present assay method,8 which is based on the weighing of fixed thrombi after treatment with thrombolytic agents.
Material and methods

RADIOLABELLING OF THROMBI
Radionuclide-labelled 1251-fibrinogen (Ibrin, Amer- sham), which contained 160 ,uCi and 1 mg of human fibrinogen in a vial, was used to label the thrombi. Artifical thrombi were made from citrated blood containing a trace of 1251-fibrinogen, according to Chandler's loop method7 using Connor Table I 43-87 mg.
--p > 0-05 t p < 0 05 § p < 0-001.
Since the weights of some thrombi in the low UK concentration group of 37-5 IU/ml were larger than the control mean, their percent lysis, as calculated by the weighing method, resulted in negative values. These negative values resulted in a correlation coefficient of 0 03 and a wide spread in the mean percent lysis between the two methods; 190% lysis by WT (SD 8 2) and 16 5 % lysis by RA (SD 4 4). In the other two UK groups, 75 0 IU/ml and 150-0 IU/ml, the mean values of percent lysis between the two methods were nearly equal (Fig. 2) . However, the correlation coefficient for the UK group of 75 0 IU/ml was -004; only in the UK group of 150 IU/ml was there a significant correlation coefficient, which was 0 84. The standard deviations of the radioactive method for percent lysis were almost half those of the weighing method at each UK concentration. Table 3 shows the time-course of UK-induced thrombolysis determined by means of the radioactive method. In the saline control, the sum total radioactivity of the blood at each sampling interval of 1 h and the partially lysed thrombus after 4 h of incubation was nearly equal to the radioactivity of the original thrombus. Similarly, the sum total radioactivity of the blood and the lysed thrombus after 4 h incubation was almost the same as the radioactivity of the original thrombus before treatment with urokinase.
TIME-COURSE OF THROMBOLYSIS
Discussion
The radioactive procedure here described provides a sensitive assay for thrombolysis in vitro. The previously used weighing method is not sensitive ,." L group.bmj.com on September 21, 2017 -Published by http://jcp.bmj.com/ Downloaded from enough to detect slight lysis resulting from low concentrations of lytic agents since individual variation in the control group may at times give lower weights than the experimental group. On the other hand, there is good correlation between the two procedures under conditions of greater lysis. The weighingmethodreflects, not onlylysedfibrin, but also the release of materials from the thrombus other than fibrin. Since fibrinolysis is the process of chief interest in the study of thrombolysis, the radioactive assay, by virtue of its inherent mechanism, would seem to be the most appropriate. With this assay method, the test thrombus serves as its own control so that the time-course and kinetics of thrombolysis can be readily measured over a predetermined schedule. It is concluded that the radioactive method is a reliable, sensitive and rapid procedure for estimating thrombolysis in vitro.
